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Guideline Status
This is the current release of the guideline.

This guideline updates a previous version: The North American Menopause Society. The role of local vaginal estrogen for treatment of vaginal
atrophy in postmenopausal women: 2007 position statement of The North American Menopause Society. Menopause. 2007 May-Jun;14(3 Pt
1):355-69; quiz 370-1.

Recommendations

Major Recommendations
The strength of recommendation (Level A, Level B, Level C) is defined at the end of the "Major Recommendations" field.
Conclusions and Recommendations

e First-line therapies for women with symptomatic vulvovaginal atrophy (VVA) include nonhormonal lubricants with intercourse and, if
mndicated, regular use of long-acting vaginal moisturizers. [Level A]

¢ For symptomatic women with moderate to severe VVA and for those with milder VVA who do not respond to lubricants and moisturizers,
estrogen therapy (ET) either vagnally at low dose or systemically remains the therapeutic standard. Low-dose vaginal estrogen is preferred
when VVA is the only menopausal symptom. [Level A]

e Ospemifene is another option for dyspareunia. [Level A]

e For women with a history of breast or endometrial cancer, management depends on a woman's preference, need, understanding of potential
risks, and consultation with her oncologist. [Level C]

e ET carries a class effect risk of venous thromboembolism (VTE). Low-dose vaginal estrogen may carry a very low risk, but there has been
no report of an increased risk in the vaginal estrogen clinical trials. Data i high-risk women are lacking. [Level C]

e A progestogen is generally not indicated when low-dose vaginal estrogen is administered for symptomatic VVA. Endometrial safety data are
not available for use longer than 1 year. [Level B]

e [fa woman is at high risk of endometrial cancer or is using a higher dose of vaginal ET, transvaginal ultrasound or intermittent progestogen
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therapy may be considered. There are insufficient data to recommend routine annual endometrial surveillance in asymptomatic women using
vaginal ET. [Level C]

e Spotting or bleeding in a postmenopausal woman who has an intact uterus requires a thorough evaluation that may include transvaginal
ultrasound and/or endometrial biopsy. [Level A]

e For women treated for non-hormone-dependent cancer, management of VVA is similar to that for women without a cancer history. [Level
BJ

e Vaginal ET or ospemifene, with appropriate clinical surveillance, can be continued as long as bothersome symptomns are present. [Level C]

e Proactive education on vaginal health is recommended for postmenopausal women. [Level C]

Definitions:

Strength of Recommendation
Level A Supported by sufficient, consistent scientific evidence
Level B Supported by limited or inconsistent evidence
Level C Based primarily on expert opinion

Clinical Algorithm(s)

None provided

Scope

Disease/Condition(s)

Symptomatic vulvovaginal atrophy (VVA)

Guideline Category
Assessment of Therapeutic Effectiveness
Management

Treatment

Clinical Specialty
Endocrinology

Family Practice

Geriatrics

Internal Medicine
Obstetrics and Gynecology

Oncology

Intended Users

Advanced Practice Nurses



Health Care Providers
Nurses
Physician Assistants

Physicians

Guideline Objective(s)

e To update and expand the previous position statement of The North American Menopause Society (NAMS) on the management of
symptomatic vulvovaginal atrophy (VVA) in postmenopausal women

e To review the science of vulvovaginal aging and assess the safety and effectiveness of products for the treatment of symptomatic VVA in
postmenopausal women

Target Population

Postmenopausal women

Interventions and Practices Considered

1. Nonhormonal vaginal lubricants and moisturizers

2. Low-dose vaginal estrogen (estradiol vaginal cream, conjugated estrogens [CE] vaginal cream, estrone vaginal cream, estradiol vaginal ring,
estradiol hemihydrate vaginal tablet)

Systemic hormone therapy

Ospemifene

Considerations for women with a history of breast or endometrial cancer

S kW

Transvaginal ultrasound or intermittent progestogen therapy in women at high risk of endometrial cancer or if using a higher dose of vaginal
estrogen

~

Transvaginal ultrasound and/or endometrial biopsy if spotting or bleeding occur
8. Proactive education on vaginal health

Major Outcomes Considered

Symptom relief

Quality of life

Sexual function

Adbverse effects of treatment

Methodology

Methods Used to Collect/Select the Evidence

Searches of Electronic Databases

Description of Methods Used to Collect/Select the Evidence

The North American Menopause Society (NAMS) searched the literature on vulvovaginal atrophy (VVA) and "atrophic vagmnitis" as well as on
dyspareunia and vaginal lubrication in postmenopausal women.

The literature search was conducted in PubMed from 2006 to May 2013. No inclusion or exclusion criteria were used. Search terms included the



following key words: vaginal atrophy, vulvovaginal atrophy, and vaginal changes at menopause.

Number of Source Documents

Not stated

Methods Used to Assess the Quality and Strength of the Evidence

Expert Consensus

Rating Scheme for the Strength of the Evidence

Not applicable

Methods Used to Analyze the Evidence
Review of Published Meta- Analyses

Systematic Review

Description of the Methods Used to Analyze the Evidence

Not stated

Methods Used to Formulate the Recommendations

Expert Consensus

Description of Methods Used to Formulate the Recommendations

A 9-person Panel composed of expert clinicians and researchers in the field of vulvovaginal health reviewed the literature to evaluate new evidence

on local estrogen as well as on other management options available or in development for symptomatic vulvovaginal atrophy (VVA). Ifthe

evidence was contradictory or inadequate to forma conclusion, a consensus-based opinion was established.

Once the Panel completed its draft, the Position Statement was submitted to The North American Menopause Society (NAMS) Board of
Trustees for additional review, comments, and edits. The Board is composed of both clinicians and researchers from multiple specialties and

disciplines.

Rating Scheme for the Strength of the Recommendations

Strength of Recommendation
Level A Supported by sufficient, consistent scientific evidence
Level B Supported by limited or inconsistent evidence
Level C Based primarily on expert opinion

Cost Analysis



A formal cost analysis was not performed and published cost analyses were not reviewed.

Method of Guideline Validation

Internal Peer Review

Description of Method of Guideline Validation

Once the Panel completed its draft, the Position Statement was submitted to The North American Menopause Society (NAMS) Board of
Trustees for additional review, comments, and edits. The Board is composed of both clinicians and researchers from multiple specialties and
disciplines. The Board approved the Position Statement with edits, and the Panel reviewed it one final time.

The Board of Trustees conducted independent review and revision and approved the position statement on June 7, 2013.

Evidence Supporting the Recommendations

Type of Evidence Supporting the Recommendations

The type of evidence supporting the recommendations is not specifically stated.

Benefits/Harms of Implementing the Guideline Recommendations

Potential Benefits

Appropriate management of symptomatic vulvovaginal atrophy (VVA) in postmenopausal women

Potential Harms

e Because there are no published reports on the irritation potential of different over-the-counter (OTC) vaginal lubricants and moisturizers,
women can test these on a small patch of skin for 24 hours before using them intravagnally. Ifthe product they test successfully on the skin
still causes irritation in the vagina, they can switch products to the iso-osmolar, propylene glycol-free, or silicone-based lubricants (see Table
1 in the original guideline for brand names). Note that oil-based lubricants can erode condons; however, most brands of water-based and
silicone-based lubricants are latex safe and condom compatible.

o All government-approved, low-dose vaginal estrogen therapy (ET) products in the United States and Canada differ slightly in their adverse
event profiles. However, the dosing and the symptons captured differed among the products tested. Vulvovaginal candidiasis, vaginal
bleeding, and breast pain have been reported. The incidence of vulvovaginal candidiasis in postmenopausal women is largely unstudied, but
studies suggest that women who experience spontaneous menopause and use vaginal ET may be at higher risk. A 2006 Cochrane review
found no report of increased risk of venous thromboembolism (VTE), but data for women at high risk of VTE are lacking, Vaginal bleeding,
breast pain, and nausea have been reported in some vaginal estrogen trials. These symptomns are dose related and suggest that the dose was
large enough to result in noteworthy systemnic absorption.

e The primary concern regarding use of any ET in women who have an intact uterus is the risk of endometrial carcinoma associated with
wnopposed estrogen. Although available evidence suggests that low doses of vaginal estrogen are generally safe for the endometrium, the
long-term data are limited.

e The concern for women at risk of VTE or breast cancer is systemic absorption of estrogen. Most studies measuring systemic estradiol in
vaginal estrogen users were done before 2007. Studies of circulating estradiol since that time also have reported an increase in circulating
estrogen, but the clinical relevance of the small increases remains unclear. There could be a growth-promoting effect or an apoptotic effect
on breast cancer, depending on the circunmstances, and there could even be a small beneficial effect on bone.

e Because the efficacy of aromatase inhibitors (Als) is based on their ability to reduce estrogen levels below those typically seen in
postmenopausal women, even the small increases in circulating estrogen levels seen with low-dose vaginal ETs may render Al therapy less



effective.

e Systemic hormone therapy (HT) has been associated with an increase in stress incontinence and renal stones.

¢ In one study of ospemifene, vasomotor symptons were the most common adverse event, with rates of 2% in the placebo group and 7.2%
in the group taking 60 mg of ospemifene. The prescribing information for ospemifene contains precautions similar to those listed for
estrogens and other selective estrogen-receptor modulators (SERMs), such as class labeling for risk of VTE. With regard to breast cancer,
it is stated that ospemifene should not be used in women with breast cancer or at high risk for breast cancer because the drug has not been
adequately studied in that group. Ospemifene has, however, demonstrated antiestrogenic activity in preclinical models of breast cancer. Data
in women with or at risk for breast cancer are lacking.

Contraindications

Contraindications

Although most symptomatic women are candidates for vaginal estrogen therapy (ET), potential contraindications exist. Vaginal ET is inappropriate
for postmenopausal women with undiagnosed vagnal/uterine bleeding and controversial in women with estrogen-dependent neoplasia (e.g,, breast,
endometrial). Comanagement with the woman's oncologist may be considered in the case of estrogen-dependent neoplasia. The role of low-dose
vaginal ET in women at increased risk of thrombosis has not been studied.

Implementation of the Guideline

Description of Implementation Strategy

An implementation strategy was not provided.

Implementation Tools
Patient Resources
Slide Presentation

Staff Training/Competency Material

For information about availability, see the Availability of Companion Documents and Patient Resources fields below.
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Getting Better

Living with Iliness

IOM Domain
Effectiveness

Patient-centeredness
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Portable Document Format (PDF) from The NAMS Web site
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The following are available:

e Management of symptomatic vulvovaginal atrophy (VVA): key points from the 2013 position statement of The North American Menopause
Society. Slide set. Mayfield Heights (OH): North American Menopause Society (NAMS); 2013. 14 p. Electronic copies: Available from
The North American Menopause Society (NAMS) Web site

e Management of symptomatic vulvovaginal atrophy: 2013 position statement of The Nor[h American Menopause Society. NAMS continuing
medical education (CME) activity. Available from the NAMS Web site

¢ Symptomatic vulvovaginal atrophy at menopause: identification and intervention. CME Webcast in col]aboratlon with Haymarket Medical.
Available from the NAMS Web site

Patient Resources

The following is available:
e Changes in the vagina and vulva. Available from The North American Menopause Society (NAMS) Web site

Please note: This patient information is intended to provide health professionals with information to share with their patients to help them better
understand their health and their diagnosed disorders. By providing access to this patient information, it is not the intention of NGC to provide
specific medical advice for particular patients. Rather we urge patients and their representatives to review this material and then to consult with a
licensed health professional for evaluation of treatment options suitable for them as well as for diagnosis and answers to their personal medical
questions. This patient information has been derived and prepared froma guideline for health care professionals included on NGC by the authors
or publishers of that original guideline. The patient information is not reviewed by NGC to establish whether or not it accurately reflects the original
guideline's content.

NGC Status

This summary was completed by ECRI Institute on June 28, 2007. The nformation was verified by the guideline developer on July 13, 2007. This
NGC summary was updated by ECRI Institute on December 26, 2013.

Copyright Statement

This summary is based on content contained in the original guideline, which is subject to terms as specified by the guideline developer. Users are
free to download a copy of the materials and information on a single computer for personal, noncommercial use only; provided that any copyright,
trademark or other proprietary notices are not removed from any materials and information downloaded. Any other use requires written
permission from the guideline developer.
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All guidelines summarized by NGC and hosted on our site are produced under the auspices of medical specialty societies, relevant professional
associations, public or private organizations, other government agencies, health care organizations or plans, and similar entities.

Guidelines represented on the NGC Web site are submitted by guideline developers, and are screened solely to determine that they meet the NGC
Inclusion Criteria which may be found at http//www.guideline. gov/about/inclusion-criteria.aspx.

NGC, AHRQ, and its contractor ECRI Institute make no warranties concerning the content or clinical efficacy or effectiveness of the clinical
practice guidelines and related materials represented on this site. Moreover, the views and opinions of developers or authors of guidelines
represented on this site do not necessarily state or reflect those of NGC, AHRQ, or its contractor ECRI Institute, and inclusion or hosting of
guidelines in NGC may not be used for advertising or commercial endorsement purposes.
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Readers with questions regarding guideline content are directed to contact the guideline developer.
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